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iritli a popmX^tiJom. ef @43»f3 laiiliAii Clttl} 
is tils ssesiid most poimienis c&mtrf in iisrM with 00 X 7 2«.4i£ 
of world*® land araa* India is arapporting 16% of th® 
world's population* India's population is increasing at 
the rate of 16 million per year* If current annual growth 
rate of 2*4% continues imehecked* the population of India 
at the turn of century may well reach <me hillion* 

Hie growing concern adbout the population aaeplosion 
is equally increasing the problem of side effects by the 
means to ecmtrol it* Ihe contraceptive methods may be 
broadly grouped into two classes* 

1. 3PACIHQ MEIHQD 

a* Barrier wsthod 
t) Physical 

ii) C3iemical 

iii) ocntiined methods 

' "I 

b* Intrauterine devices* 

e* Btormiiial methods and EMan hormonal oral contra- 

ceptive pills* hormonal in jectible* inplsaitible I 

amithods* : 

d« Post conceptlcm method* I 

II* lERMlMAL METHODS | 

i 

a* hale sterilisation* I- \ : I 

b« female sterilisation* : ' I 




was postalatsd bf Saard ClSf l} «ad 
isolat;«il in i934« pinoas (3956) rai;)art«d that daii:^ 
dostts bf 300 et p3P&gmmtmt<m« may intilbit ovuXaticu ia 

Imt; ocW'tPP&l. ^ vss ncil; irugpiimrXY 

achlttTttd* pixjbakfly hmcmam of variabla ibsorp-tioa from 
Gl Ixact* 

2jrGmiC!al.l.F th@ progestin that was first produced 
Qorethjfi^drel is converted hy the body to an catrogen so 
that the first progestationai agwat actually had both 
strong progestational and estrogenic effects* 

Die first successful clinical trial of a 
ooidDlaed oral contrac<i^tlve pills were lauiushed in Puerto 
Rico by Piaens and Rocdc et ai (1956} « called movid (10 nm 
tab) a conibination of 10 ng noreth|fmKirel aid ISO micrograni 

| ||f H| %.|p .f| ^^ I, ^ 

since 1960# there has been definite trend 'towards 
prescribing lower doses of both the estrogen and progestin 
in pills* ihe field of oral contraception developed further 
as lower .doses of onovid was found to be effective^ the 
S eg tablet ^ has bewa approved for use in 1961* 

In 1952 a second oral contraceptive orthonovum 
a conblnation of aorethendrone and mestriool was <^pproved* 

Since 1960 ipproieinately 37 different preparations 
have appeared* i^t none of then was free of side effects 
were dose and ace related* wwa nausea# vonitiaa# 
depCTMiaioii# bxeait1dueoii#i bleeding# anenorrhoea# weight gain# 


3 

tifp«r|ijiasiiib> fmmmmrj dlmmsm, dum to mltmtettijm oM 

lipid. mmt^Bholimm md imut&mtd ineidmcm &£ accmlmtmtiim 
of gsowth of iiyr«*inci«tiog losion in hrmmmt 

&mr 9 ix» liiror mxdomvtrlvLm* 

' fhm logloal appxoacii t^«tre£c»r« was to clew«1.0{» itood 
hmmd mgmt that %ioaid not disturb pituitary or owari«i 
fiuaotions but pr«w«Eitliig pragnaocy by Interf erring with 
preifflpiantaticH) ewwrits* ftie knowiedf • that a critical 
halanee between estrogen and progesterone is easentiai for 
dewelr^aent of fertilisi^ ownm and preparaticm of nterus 
for iaplisitatioa was utilised to develop the envisaged 
eontraoeptive* 

Central drug research institute looknow and sosm 
centres in other cojntries including {hamaoeutloal indus-^^ 1 
tries designed and synthesised nonsteroidal estrogen 
antagonist with weOt estrogonic activity aimed to prevent ;j 
pre^iancy by disturbing the delicate balance between 
estrogen and progesterone at uterine level but without 
interferi^ing with their syn^thesis or blood levels* - 

( Centchroman is outcome of these efforts which : 
ri^esent a major international breakthrough in contra* 
captive developaient* ^ ' [ 

Can 'bsluKosMsn is a novel nonst^ert^idal ifioiety i 

stturelated to any clinieally used contraceptive and hence ! 
posaenaes no danger of cross senaitivity# costchroniaa { 

aaiiibit unique combination of weak estrognsic and potent | 
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|i«^op«rtie8 do not allow fortilisod 

oiaui to hm inpiaatcd oil flaidometri-uii tibtus avoldieg progoaoief' 
(KariaoJ ot al* 1971) • it dom mot h&vm oiMm •ffoots liko 
oatisoa# wcmitlag# woig^t gain^ isrmaki^rou^ hlmmdla §0 
{Populatioii report No. 8# (1990) ha» tio effect of platelet 
foactlons and no adveree effects on lipid profile (Kltyanand 
•t al# 1988) and no risk of cancer (Margverltte ’Aite 
Me GScegort Drug therapy# 1991) • 

More th» two dozen oral steroid contraceptive 
preparations are currently marketed in world market. She 
maiority of modification of first generation conislned 
snrtrogen/pro^Kgesterone formulation. &im second gsueration 
or sequential pills was used clinically for ^»proximately 
a decade it was removed from market in 1978 due to its lower ^ 
efficacy and possible association with endometrial carcinoma: 
FDA Drug Bull# 1978). Ihe third geaeratlon includes both 
the low dose coabined estrogen progesterone pills (containing 
less than SO microgram estrogma and less than 1.5 mg pxoges* : 
terone. They are among the most thoroughly studied drugs 
with over 25 new ^artlcles related to oral steroidal I 

piiblifliied each month. 

idiile centchroifian a new nonsteroidal oral contra* : 
captive* although studies have shown that this is safe# 
•ffsetive dmg in animals kmt has not been used extensively 
Iji humnot. Being ncmstexoidal# non-hormonal there is high ; 
hope that it may be free from the moat dreaded side effects | 
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©f }i©m©ii«i pill# i.e. IHD# and CVA niediatad by th®lr 
«££«et on 3.1p^p£©t;«ill eoagulatiozi ^d £ibrim»3.y«is* 
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HDL increases during luteal phase o£ menstrual c:^le 
(Kim and KaUchaff et alt 1981} » 
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BFFBCT OF SISRQlDsM. CORXRAGEPTIVBS ON PIWITMY 

spmllmtT ^ (1980) #»»wed that oral <matrm- 

c^tliras. contaiaiag 50 BdUsxogram or mrm astradlol. 

smpfOcmM* gonac3otJPO£hin raleasa to a greatar axtont than 
the lower lioee jSssrsmilatloa* Mighell et al (1977) havm 
provided mvidmmsm ia hiimaos that coshloed tae'Of estrogeas 
aad progeetiae hae a direct suppressive effect on 
pitiiitarf goaadotrt^ias. 

EFFECT OF GENTCHROM^ ON PITUITARY 

Kwtf^oJI et al (1977) studied that ceatchromw 
(l*tS mg/kg foot 7 da^fs orall:if) had m effect on weight 
and total goncdotroiidiJji oontiwit of the ^ftniiig mle rat 
pituitars^* 

EFFECT OF STEROIDAL ORAL 

Mimeeo et al (1972) studied that a large nunher 
of atretic follicles was secA idiM eoi^ared with ovaries 
fron wff^***i not using coatraceptives steroids* But this 
obs^wation has not been coafimed in o^er studies Joy 
startup et al« (1974), 

m i SLsz.9m3mm^»sm i 

KaniKiJ et al (1977) studied that oentchromaa 
( 0*25 mg/kg and 2,50 ng/kg) - idMUiistered orally to 

3LWI^WW3tt3r ip S4MWp«pil pT^Ilp® JLG JCCttT OUfy® -tHlA iBwIiyWIi' 

was M» ef f eet on their ovaries or their responsiveness 
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siii^ «t al C1932) qmm ettatsehronaa mm upto 
10 iSie eodtraei^tiiraa dtoaa to Ijowatura £«i»al« 

srata and foiiad no offoct oa o'variao or tholr roaqpooal'Po- 
aoss to esoogonous goaadotropliiiis* Im aortod rata it liaa 
no «C£i»ct on ovariaa j&imotioa airea at SO tinwa tha SBiti.«* 
iJBIiliffitatioa doaa* fieekljr doaaa o£ 120* iO and 25 ag 
caatctroffim to woaao do not Inliibit omlartioa and 
characterlatJUs ofcUo iN>raoiiai i^attara* Slima* <mm at 
4 tliBtta the contraceptive doae per week# ceotrthroMti doea 
not avq^preaa pithitary or ovariio j5i£ictioi!i (Vaidya et ai# 
1977). 

BPIECT OF ORAL STEROIDAL 

.gs »a d g g p si g i, m 

Km et al (19dS) adminiatered Eaovid cyclically 
to prepuhertal rheatia ooiikeya £or period of IHi daya to 3 
year a lahaerved an increaae in uterine wei^t together 

with growth or aeroaa# naaeularia and eidonetriufli* 

Hgia...« sassiss>ifii„ m .umm 

Oral adniniatratlrai of cente!^<maa fron S»20 
^ t^^t^eil ix^ sxi^cxx pssc^du^jeil a 1 in xfcar iiBiC3c*eaaxx ixx 

uterine weiglit* similar dome related taereaae in uterine 
weicht tree aleo seen with ethenyl eatradiol and meatranol. 

mjiiiiv BBiMWp xs wipBoy0i€i jp^ikiEv bviwBqiiw w* 

reapenaa 'wmi lee# than that produced hy oeatmne e'^oe<i> 

ijiiMtt^SIbteLaifc 'Ji .uaiiyJlbt eMUa. a *4 tfjM WPB % 

IKIMMIJ WC 4y|»# IWTWJ m 
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&WWECT OF ORAL STEROIDAL COHOaiACEPTl^S 
ASP CEMTOmOMAM OS VAGINA 

Oral 8dteiiEii.8trati.oii of cttotchrosniii io ovarioc* 
to8iis«a nice cinnwi i^agiasl. «»£AificatioB whicti was 8 
aad 3.0 tl)m8 lees than that of nestranol and ethenjl 
estradiol respectivels' (JMhnshi# Hair aid Peiri# itf71«i 

EPgECT OF ORAL STEROIDAL OONTOACSPTIVES ON CERVIX 

Iha sequential ^Sninistratioit of estrogen and 
progestin induces a predecidnal reaction together with 
cfonaideralile secretory activity of the cervical glands 
(Pnnkin et al# 1963) « 

In 1967, Taylcwr et al reported on 13 patients 
idio had a distinctive type of atypical polypoidal endo- 
cervical hyperplasia# aaong those 13 patiwts# 12 were 
taking oral steroidal contraceptives* stem et al(i977) 
reported a prospective study of 300 women who had cervical 
dysplasia saatched with 300 issmen idio had normal cervical 
smears* ‘Xhm cochined oral contraceptive pills chosen for 
til# stMiily JlOO iilcjDc>»9riw snd % wg 

ethynodiol diaeetate* Ihe patient with dysplasia who were 
tiAdLug oral contraceptives (coispared with non users) showed 
a conversion of dysplasia to 

carcinosta in situ after eactended use ( 7 ^ yews) • 

S£^ft!ls£«JSeSiwNiiw3ds 

. l^@yi mf f ||ig % . ff tiklA 

mmtwiM and ittsesiis in woawsi with cervical erosion oar 
iMtllcy ntems dne to nultiparity (Puri et ai» 11NHI)* 
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EWmCI OF STEBOIBAli ORAL 
OOKTOACEPTgVES ON BREA3T3 

K«ba mt 9i, (2i>6SI postulatied that ncnrath^rviodral. 
lilea cii^air pjnagaatioa atiwiiataa tii« xaiaaaa of pjrolaetiii 
froa pituitary* 

Slio dotariii&ation of daoac|%'ib^mHOl«lie miM 
(laiA) haa alao bMO iiaad as m index of ftaimary gland 
growth* Borethifa^hrone did not increase the mA o<»iteiit 
of the ntaoRary gXmSL and a ocMdsdnaticm of norethindrone 
with estradiol hensoate did not prodaoe any effest greater 
than that of estradiol benxoate alone (Griffith et ad# 
i9«3l * 

fhe da*a fsoia Boyal college of demur al pranti- 
tioner study (1974) and the walnat driMdc coratraei^td've 
drug study (R^aneliaran et al« 1974) suggested a sU^itly 
increased rish of hreast omaeser in. tsiann under 39 years 
Of mam Kitii prolongsd oral steroidal ooBtraes|itios uso* 

Oral a d n i nis tration of ceatohromian during the 
period of organogenesis to pregnant wd£smiZS»9&»tQQ ma/kg} 
and rahhita (to* 4ll« 80 iigi’^g} did not have any delete* 
rious offeet either on siollier or their ^ litter** Histo* 
logioally there was no evidMitta of any shsletal or wisceral 
nalfomation in the foetnsmi CSethi* 1977)* 



11 


BFFSCT OF STEROIDAL ■ 

OOmRACEPTIVEa 0^ gQi:.-XUS 

Masemliiiisatleim of fimoio xmta wm oibimiMmS, 

th« followicig progostins ii«r« 9dynicii«t«tr«d ditriag 

pxregQaocy t Norftthlodrone {R«v««ai «t al# 1960) * 

Qodral (scholer et al* 1961), Madroxy progastoKono acetal;# 

{scholar «t al# 1961) » 

ORAL HORMOM^L CONlRACfcPTIVBS (CQ^IMLD AHD 
SEaUi:.MTlAL) AND LIPID LIPQgROTEIN FROFUS. 

idpopmtmin mmtsisolijm la m inport aat aapect 

of livar functions, which Is j^arantly influ«ric«^ by 

oostrogio progesterone treatment* . Xiipoproteins are 

classified aceordisg to tdieir relatite amount of lipid 

and proteins* LDL and VLPL em be deicribed ss carriers to 

periplieral tissues* HDL containing about $0^ of protein 

are at present regarded as cholesterol regulators idiieh 

tr«isf<itf cholesterol from peripheral tissues including 

taiculttr epithelium to liver * hpl has also be«m suggested 

to block perlj^eral WL rmstiptoata thereby reiueing choles* 

terol uptdce and storage in endothelial cells of vessels* 

Myiui et al (1966) studied 102 womHa reeeiviiig 
oral contraceptive for isora than 3 aoatiis and oos^ared 

WJiiliHRi f eP PwPJOhmIJIii ifciWpiWil»1wlp 1wMP%4i*W5ll 

theran^# fhis stud^ f evealed nn incsrease in seruai / 

f > |^ | I, ^ 

fastin et al (1970) studied effect of tiunee 



typmm of oral contr^^tJLvos liairiiig saia« coas-tituontJi 
Imxt in <3i£f«r«it aiotmt®- £mmd si gnif leant Inereaaa 
in .g£OU|i acc4^tliig high dose* 

li^n «t al ( 1971 ) studiad s«rum lipid lmwml9 
in subjects using various coiabinations of eoatracflptive 
pills and found that sequential pills revealed least 
changes monq the various pills studied* 

Arora et al (1988) studied effect of sequential 
honnone on se.rum cholesterol in -f males of reproductive 
age group and found increase in serum cholesterol from 
171*30 mg/dl to 192*34 mg/dl after 2 months of hormone 
use md to 213*45 mg/dl after 3 months of use* 

2* Seium ‘ETialvcerldes 

Faston (1970) studied effect of d'Cpendeat dose 
regimen of oral contraceptives on serum lipid levels and 
found significant rise in serum triglyceride levels in 
fmsles using eosd>ined pills but no change with progestin 
only pills* In combined pills there was continuous rise 
but with progestin only pills there was a decrease after 
3 'months of oral contraceptive use in triglyceride levels 
ffid remain static for 2 years* 

Wynn et al (1979) studied effect of variotis 
oral contraceptive pills containing doses of ethenyl 
oestradiol from 30 micrograM to 150 microgram and 
ri^pealed a dose related rise in triglyceride stiieh was 
preatest in hi# dose oestrogen* 



iCir«ti.stt mt «X Cl’983> fSoood sigisificaat chmgm iM 
txiglfCiCidA Ift'T#!* S5 md 8S mg/dl £/ox isoatCQil wd t«»t 
ir«^p)«i5tlv«l.2f tjftiliig EM/nQ (30 mlejpe>gra^/0*3 nm)* 
Arora at al (3988) fcmnd a aigaificaort riaa la 
aiiruiB txigli^ttrJLdas lavaXs JUa fiwMilMi maiag aaquwitiai 
hiariiKMiaa 3 aoiatlis* 

3* High Danslty t4.t»prot«iag (HDL) 

Aurell and cxxm&c (1966) found a significant fall 
in serum HDL levels with use of oral contraceptives • 
values fell from 60 to 46 mg/dl in test group* 

Krause et al (197?) found that change in HOL 
depiMds upon relative .waount of oestrogen and progestin* 
Progestin coiqpoii^t is kiMtiiQ to counter the effect of 
oestrogen on MOli level* - 

Krause et al (1983) cos^pared tao low dose 
oral pills in relation to lipid stdKsl asses and found 
no change wltii norgestral group idille significant change 
with norethindrone group* 

'Arora et al (1988) found that there was signi- 
ficant fall in levels :o£ serum MDL in women' using 
secjnentisl hormones* 

SStXllflMI lllC!jr#3UiWi tilii mi, ; 

levels ^^^poraxlstatelj 10-20 am/dl with ££ 2 * 20 microgramt 
or SO nierograni increased HXiL to a greater estent than 
dad>lf conjugated estrogen 0*625 ng or 1*25 ng* progeetrogen 
only |MrepiriHkiims#deorea^ mmm um, cholesterol eiiiicentriH> 

je. ilflfif yillii iaiirm'’ijlf 'liiniiiifltifciiMiin iiftiihi W m-m 41 'Hit' JF^Sk v lOMyiaMt aiJll 'JknfllWt 41 .min 'iiii iiftii' iiiriia as istii lililift nini' AtevHh' JIUMik 

VMmm WOm 1111441 iKKWJPi Inlwl m&tm . 


14 


l%.ae«toxy proge»t«r«a* derivatives as well as the If-aor* 
testosterone prodiKrts* Siere is direct relatloaidilp between 
^e dose of progestin aad tdie reduction of cholesterol 
(aradley, wingard and Petitti et al« 1978} • 

Briggs <1979} found almost all coitdainations 
protects to decrease hdz, cholesterol somewhat with 30 micro- 
gram product* those pills with 0*5 mg norethiadrone had 
minimal effect on mean hdl cholesterol while doubling the 
dose of protestogen to 1 mg norethindrone decreased mean 
HDL by 7 mg/dl (Levy and Peinlelb* 1975). 

ihe estrog«i in a contoined pill appears to decrease 
the serum concentration of low density lipoprotein* to 
increase high density lipoprotein but some progestine cause 
the reverse (stadel* 1981). Almost certainly# the adverse 
changes noted in HDLi IiDL ratios are the consequemses of the 
i9-nortesto-steroa« progestine and these changes are likely 
related to the specific progestin and its dose (Kauppinen- 
Makelin and colleagues* 1992}* iirqportantly progestlns can 
change the relative amount of total HDl, HDI 12 ^^^3 
(llikanwa aid associates, 1981# 1982). it is believed that 
that the HBlij fraction provides cardiovascular protection 
CMlliir aid co-workers* 1982). Therefore the estrogmn and 
progestin effects the specific HDLj frastion are of special 
la*»ort«ice because oral contraceptive may alt«c a woawn's 
ewdiovameulwr rirtc even though total hbl cholesterol values 
are unchang'ed* iriggs <19S2> reported n© change in total 
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HDI, with usmt hut Hatcher and collaagaas 

ClifO) found that it decraaaed HDh^ ^ inciraiiaad 
l 5 »par'«itiy norathJjia«»e containing oral coiitr«e|stiirwi do 
not alter HDIi^ fraetiona (Hatchea and associatea# 19?N>f 
Kranae gwtdl colleagnea# 1983) * ftre recently# howeirfir# 
Patach and cp-workera Clf89) reported t±iat two triphaaic 
foraeaationa containing norethlndrone and one containing 
leeonorgestrel# all had eimllar effects on total HDl*, 

HDL2 and LDL* 

4. aermn I43X. and vXiDii 

Krause et al <1983} foundthat yjMh increasM 
with only noregestrel* LOL was significantly lower in 
norethesterone group* 

ATora et al (1988) observed significant rise in 
serum LDL and VLOL levels in females of reproductive age 
group using sequential pills for 3 months* 

S» CentchrojiaB and its effect on lioid levels 

Hityanand et al (1988) studied 122 wonen taking 
centehronnin for note thw one year# there was no change 
in seruai lipid profile as compared to control subjects* 
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AIMS AtiD oftiiCTima 


®o evaluate i- 

1« lAceeptatoility# safety# efficacy and adverse drug 
reaction* 

2* Changes in lipoprotein profile of females of reprodu- 
ctive age group using different oral contraceptives i 

i) oondsined pills - vis, Mala-N. 

ii) TriiiO^asic pills - viz, Orthonoviiin 7,7,7 

iii) linnateroidal pills - viz, Centchroman, 




study was carried imt ia the di^artnecta 
of cSsstetrics & Cyoaecoiogy and Medicine# m.l.b* mdical 
oallege# Hospital* (Jhatisi in a period of 13 nonths* 

SEI^ECTXOH Qg CASES 

313 wo®«a of reproductive age group were studied 
initially* Out of thee 12S woewas were selected for trial* 
Out of these 125 worntn* 100 were put in study groi^ and 
reuaiiiiiig 25 were taken as control group* Econ study group 
20 wosien dropp«i out due to their personal reasons* 

Xoc lusion Criteria 

iSgXii^iSiSis«aSgiiSS iMwiidCSiia iiiTOigiifflniS 

1* ’Volunteers were having normal sHwiatrual cycle* 

2. Post abortloo cases were enrolled 'after at le«»t 
one nornal eycle* 

asiSgiiStS^^ i.iiaSi(3>JS%Siiwri3R 

i» INamales with liv«r disease# ischaemic heart disease* 
hypertension* hyperllpidesiia* diabetes* renal disease* : 
acute or recurrent ^vascular weare not 

includml in the study*: 

2* JNsealea idio were taking horeasies prior to oosimenceswmt 
of oral contraceptives* were alSNO eatcluded fxom the 
stsody* 
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tm WmmlmBt nAmmt basal eadionatrial hiatolotT ationad 

mvtAmacm of hfparplasia mA adoRocweiooma# 

intro isecloiod £r^ fiio stodf* 

4* Fituiloo on drug* tliat aro llablo to Intorforo with 
lipid isotiiaolisia and tboTflby inflnwaeing lipopcotoin 
lovola in blood, wmxm not considerod for tb@ stway. 

All tho oubjocts receivod verbal and writton 
information about the trial and gave their conaent in 
mriting. Detailed hiatorf of preset# past illness# faeilf 
historjf# c^stetric and menstrual history# dietary history# 
history of intake of any hormonal pr taxation prior to 
e^Mnaenoement of therapy# 

A complete general and systwnic ^examination 
including pelvic examination with special reftfence to 
hei#it# irafilit and blood pressure were dbne in each case* 

All the subjects were of average built# Asy 
Wire dividwS into I groins depeading upon type of oral 
contraceptive pills they usixi# 

^Irciup A t yoawsi using Mala-19 (conibin^kl pillsl# 
group B $ womm using orthonovum 7»7#7 (sequential pills}# 
group C t KOisen using CentchromM (nonsteroidal pills}# 
JOllOiliag investigations were perfomsed in all 

the cases# 

iigaiii. 

Uamogisbin# bkx>d urea# blood sugar# urine 
altwwln and sugar were d^ie in each case# 
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SPECIAL 

8 «naiii choietsterai* mmmm triglyc«ride«p 

Bmum Ixm deasi.tf' IJ.p(^jDot:«!iiia (L13L)» very low d^sity 
ll|)Opx;ot«iii« (VLC^ higit density lipoproteins CHDL)# 
liwer fimction^ test# pl.atelet fnnotion test were done* 

mmoo OF COLLECTION OF BLOOD Si^HPLES 

S ml of blood after 12* 14 hour fasting was 
withdrawn after 10 minutes of rest and without producing 
venous stasis* 

After witdidrawal blood was allowed to settle 
down for y 2 hour and then centrifuged aaid serum was 
preserviwl* BlcKKi s«i^les were collected at ( 1 ) first 
visit to hospital* ( 2 ) one month after hormone therapy/ 
Centchroman therapy* C3} two montibui after hormoni/cMit* 
chroman therapy# ( 4 ) Hiree months after hormonn/ctent* 
ezhroman therapy# (5) six months after hormona/centchroman 
therapy# ( 6 ) sig^t months after iKzrmone/centchrowai 
therapy# (7) Twelve months after hoineona/centchramaii 
therapy* 

mBmm 

caombined pills t Mala*li supplied by Qovt of India ooatad* 
ning Ethenyl oestradiol * 0«03 mg and Jacuretdieatecone 
acetate* l mg* 

at 8 a».Stl.f.l rIMI * or«w»novuBi*7*f*7 

f tfifre# •• 0*0S me morethesterone acvtate<4lS ndezmearam EE* 
1 yiiia* * 0*7S rag ** • ■ 4 . • • * 

7 tdba* * 1*00 mg •• • ^ • •• * 
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c^Btchroraea t 30 mg tala oral twice a w©«k for first 3 
fflomths and thm once a weak schedule* zreatiaent was 
started fmm 1st of menses* From 4th month onwards 
fttsiales were instructed to take one t^let on mvery Sunday 
irrespective of menses day* 

ESTIMATION OF LIPID FRACTIC^iS 

various lipid fractions s ssrum total cholesterol 
CSTC)* serum triglycsarides (STGl* hi# density XlpoproteJbas 
Chbl)* were estimated by diagnostJU: ehesdcal kits idiile low 
density lipoproteins asd very low density lipoproteins 

(VLOL) and hoiv^oXt ratio were derived from above motioned 
values by staadard forsulaMi* 

SIS 

STC was estimated by commercial kits supplied by 
Ethnor* The basic principles is that cholesterol re«:ts 
witli list solution of ferric perchlorate* ethyl acetate 
and sulphuric acid and gives a lavender co:loured coupler 
viiieh is measured colorlmetrically* 

aerum triglycer*ides was estimated l^y acety^l 
acetone method* principle behind is Ihat triglycerides ^ ^ 

are determined by measuring glycerol after its Uberation 
frcMi fatty acid by aaponificatioti* olyeerol ia oridiaad 
or by sodium metiperiodate to formaldehyde which is 
directly proportional to the mount of triglycerides* 
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3. HDL 

HDL W9M estimated by utilising commercial kits 
supplied by Ethnor* Basic principle is that the HOL 
ciwleeterol fraction is separated by using a pr« 2 lpitatlns 
reagent, ihe precipitate contains chylonicroiis* VLDL# UKi# 
idiich are remo'sed by centrifugation. Ihe supematioit 
contains HDL cholesterol which is estimated by HDL-c 
colour reag4«st which giires purple coloured coa^lex which 
is measured colorimetrically at 560 nm* Itie intensity of 
colour developed is proportional to the eoocentratioii of 
in the ^q^ecimim uinder test. 

VLDL is SMStlraated by iforimla given by iriedwald 
et al (1972). ihis formula Is valid upto Stg values to 
less than 400 mg/dl. 

VLDL (mg/dl) » STO/5. 

S. 143L 

LDL was calculated by the :&>llowing formula 
giv«i by Fredrickson DA (1972) i 

LDL (mg/dl) m STC - (STG/5 # HDL) OR 

mh (mg/dl) « STC - (VLDL ♦ HDL) 

DDLtHDL Ratio 

9 S OliiMiiAWWlii m Isiiflllit wsMi 

ai^lied in the statistical analysis to coiec»are the msam 
values of differiiit groups* 
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O B S E R V A T I O H S 


In the preeent study we have evaluated accepta- 
bility# safety, efficacy, adverse drug reaction and changes 
in lipoprotein profile of females of reproductive age group 
using different oral contraceptives# 

Initially 321 wobmmi were studied# Out of them 
125 were selected for the trial# Out of these 125.'^ 25 
were taken as controls means wommi wlio were not taking 
any type of hormonal therapy and 100 wonum were taken as 
subjects and they were further divided into 3 groups 
according to the type of oral contraceptives, they were 
advised to take* ftoa these 100 women 20 wob^ dropped 
out in the initial phase of study due to their personal 


reasons# 


TABLE I f distribution of women in 4 groups# 


Group 

Type of oral contra- 
ceptive ua«l 

Ho# of 
eases 

Perce- 

ntage 

Meitti 

age 

(yrs,i 

Mean 

weight 

^kgs)„_„ 

Par- 

ity 

A 

Mala-R Coombined 
pilla) 

20 

19.05 

26*95 

iS.ll 

51.90 

jt3#44 

0-3 

B 

Orthonovum 7-7->7 
{Triphaaic pills) 

20 

19.05 

26# 25 
J;5#39 

50.95 

j^3#50 

0-3 

C 

Centehromaa 
(Mon steroidal) 

40 

38# 10 

25.92 

jE**55 

52# 27 

^.00 

0-3 

D 

control subjects not 
taking mf hormonal 
therapy 

25 

33#80 

29.72 

li#57 

52.56 

^3.02 

0-4 


Out of @0 eases. 20 eases from grouqp C. € from 
group A» 6 from group B came for regular follow up for 12 
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tmathBrn 12 females froia C and 3 cases from 9x01;^ A 

and B each came for regular follow up for initial 6 months* 
Six cases each from group A and B and 8 cases from group C 
came for m Irregular fiollow up for Initial 6 snonths 
although they haue taken the pills regularly# 

DIVISION OF GROUPS INTO SUBGROUPS 

Group A, B# and C were further divided into 
following subgroups a 

Group a I Females with regular follow up for 12 months# 
Group b s Females with regular follow up for 6 months# 
Group C $ Females with m irregular follow 1:^ for 6 months 
l!io further divisjUaii was done in groi^ &• Ml 
the females of this grot^ came for regular check for 
12 months at 3 monthly interval# 


TABL£ iz I Distribution of females in subgroups# 


Group 


HESRilliiflBBi 


i.i, r 

5 

' ' . c' 

A 

6 



1 

6 

■ 8 

^ 6 

C 

20 

12 

8 


Observed results of these cases are mentioned 
in various tjible forms# ; - 

Abbreviations used in various tables and 


master chart are as follows t 
STC f lertmi total cholesterol. 
STG I Serum triglycerides# 
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u ■ 2B 


HDL .1 

• Seriam high density lipoproteins. 

LDL s 

Serum low density lipoproteins. 

Wt. t 

Weight (kgs.) 

Ht. t 

Height (Itiehes) 


*t* value was calculated by using Paired 

test. 1 

51 /"""h”" 


s 

v<here t 

5c is the difference of means. 


M is iiu«t>«r and 
s is staBSidard deviation. 


TABLE XU t oral contraeeptiv® pills sad STC* 


Groups 







i 

2 

■KH 

6 

1" 

ll ' 

Aa 

(n«t6) 

180.33 
± 6*2S 

1*53.16 

^11.99 

197.16 

jtll.90 

201.16 

^10.20 

206.16 
± 9. 38 

208.83 
^10. 32 

212.16 

j|;10.Q8 

Ba 

(11*4) 

182.33 
± 5.67 

294.66 

^7.89 

202.16 
± 8.01 

210.83 

222.66 
t 5*75 

226.66 
± 6.65 

230.50 
± 5.24 

ca 

(n»20) 

184.55 

1 3.61 

184.55 
t 3.67 

183.55 
± 3.72 

183.45 
t 3.56 

183.75 
± 3.22 

184.20 

±3.44 

184.40 
± 3.37 

D 

(n«25) 

184.64 
± 7.37 

me 


184.28 
t 7.54 

184.28 
± 6*77 

184.00 
t 7.50 

184.24 

±7.55 


Table 

III shows the effect of combined pills# 

tripha** 

sic pills and centchroaiaa on serum total cholesterol in 

grot^ 

Aa# Ba« 

ca and 

their comparison with control gixiup o. 



Significant values are 

given below s 




rnlmm mim§ ^ -!eI 

orou^ Aa 


0 ¥s 1 

4.75 

^.01 

0 

vs 

■2 

6.06 

£0.01 

0 Vs 3 

11. 15 

£0.001 

0 

Vs 

6 

16.12 

£0.001 

0 VS 8 

13*70 

£0.001 

0 

Vs 

12 

26.64 

£0.001 

Group Sa 

0 Vs 1 

8*45 

£0.001 

0 

Vs 

2 ' 

9.17 

£0.001 

0 Vs 3 

11.08 

£0.001 

0 

Vs 

6 

16.03 

£0.001 

0 Vs 8 

17.40 

£a.ooi 

0 

Vs 

12- 

23.54 

£0.001 




TABLE IV t Oral contraceptive pills and STC 


Groups 


. STC ^ 

s.ii.l 


ftonth Q 

^1 ' ' 2 " ' 

3 

(&' 

Ab 

175.87 

182.00 190.12 198.25 201.50 

Cii* 8 ) 

^ 8# 99 

l8.21 ;|^8.42 1 

Ssi T JL 

5.37 

Bb 

175.60 

180.25 188.62 196.12 207.50 

(Q»S) 

i. 9.95 

1 9.25 1 9.39 1 

9.89 1 

5.82 

Cb 

185.66 

185.41 185.66 185.91 186.08 

(n»12) 

4 Sm 33 

iHiii 

1 4.71 1 4. 63 1 

4.62 1 

4. 35 


Table IV 

shows the effect of co«bin<i^ pills# 

triphAsI^ pills and centchroman on STC 

: In group 

Ab. Bb 

and ci>. 






significant values are given below i 


Values 

*t' 

*D* Values 

•t* 

*P* 

Group Ab 




0 Vs 1 

9.21 

^0.001 0 Vs 2 

13.00 

£0.001 

0 V# 3 

1391 

^0.001 0 Vs 6 

15.20 

£o,ooi 

Group Wo 




© vs 1 

10.48 

£0.001 0 VS 2 

16.33 

£0.001 

0 Vs 3 

13.65 

£0.001 0 VS 6 

11.50 

£0.001 

w 

1 oral ecMitraei^tive pills and 

STC . • 


mCQVcpM 


STC (M«an;tS*] 

oTT 



"T 2 T" 

4 

—5 ^ 

Ac 

180.83 191.66 - 

mu 

202*33 : 

(Siii#) 

6.70 111.99 


110.48 

Be 

180.66 

- 192,83 


212.00 

inm6} 

1 S.iO 

111.77 


15.76 

OS 

184*87 

m 184«T5 , ".«* 

184.50 

- 185,12 

(aaiS) 

14.35 


1 4*20 

1 S. 13 
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Table V shows the effect of conbined pills# 
triphasic pills and centchroman on STC in group flc 
and cc. 


Significant values are given below* 


Values 

*t' 


Value 

•t» 


Group Ac 






0 Vs 1 

4 #64 

2;o#oi 

0 Vs 5 

12.10 

/O.OOl 

1 Vs 5 

13.80 

/0#001 




Group Be 






0 Vs 2 

4.58 

^0.01 

0 Vs 5 

25,00 

£0.001 

2 Va : 5 

7.11 

^0.001 





It is evident from tible III 

:# IV and 

V that 

there is 

rise in 

levels of 

STC after 

after 1# 

2# 3# 6, 


and 12 sonths of use of oral contraceptive pills in 
Aa# Ab# Ac# Ba* "Sb and Be n^lle the rise in STC was not 
statistically significant in grot^ Ca# db># Oe and o« 

so it can be said that there was rise in STC 
started ev^ after 1 stonth use of coabined or tri]^asic 
pills# While there is no rise in STC in females using 
centchroatan even after 12^ month of use# 

2n group A and B there was gradual rise in STC 
although the levels were within the normal range# none of 
female of grotqp A md B showed hypercholesterolemia# 

Hie wmm rise in STC in females of group Aa 
after € nontha use of Malsh-H was 16 s^dl from basal 
levels and after 12 months the «mm rise was 26 mg/dl# 



COMPARATIVt EFhECT OF CENTCHROMAN VS HORMONAL CON * RACEPTiVE PILLS ON SERUM TRIGLYCERIDES {STG) 



! 


(U 

ro' 

ca 


< 

m 

O 

Q 

11 

1! 

11 

11 


<AJ 

CO 


CL 

CL 

CL 

Cl 

3 

3 

3 

3 

1 o 

O 

o 

O 

i cc 

oc 

oc 

DC 

! 

0 

0 

0 

Lj 

□ 

□ 

□ 



I 


DURATION OF USE (IN MONTHS) 
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In group Ba after 6 roontiis of use of Orthoao'BU® 
7-7-7 the mean rise in STC was 39.8 after 12 aonttis 

47.66 rag/dl frosi the basal levels. 

so althou^ there was rise in sic but it was 
more in groiJ^ B. while there was no effect of centchroraan 
on STC in group c. 


TABLE VI t oral contraceptive pills and STG. 


Groups 



STG ifig/dt (Meanj;S.D.> 



mooBTT 

1 

2 

3— 


8 

“IF* 

Aa 

72.66 

77.83 

82.50 

85.00 

88.66 

95.33 

104.16 

(n.6| 

A 2.58 

4 • 35 

^ 3.39 

1 2.52 

^ 3®07 

1 2.50 

1 1.72 

Ba 

73.16 

78.83 

86.66 

98.66 

113.00 

119.83 

129.16 

(n^d) 

1 4.57 

i 4.83 

± 5.31 

4 4® €3 

mm 

♦ 6#13 

1 6.14 

± 5.27 

ca 

74.15 

73.95 

73.80 

73.65 

73.85 

73.65 

73.80 

{n>t20> 

J^12.05 

112.00 

111.90 

III .88 

II 2 .OI 

112.04 

II 2.14 

D 

81.68 

— 

«SI 

81.80 

81.76 

81.76 

81.92 

{n«25> 

± 4*82 



1 5.47 

1 5.00 

1 4.70 

1 5.17 


Table VZ i^ows the effect of combined. trifbacBii: 


pills and cnmtchronan on STO in groups Aa. Ba# Ca and their 
comparison with control grov^ o* 

Significant values are as follows i 


Values 


^ *p* 

Vb3Luss 

•t* 

*©* 

Group As 

0 Vs 2 

24.57 

£0.001 

0 

Vs 

3 

37.29 

£0*001 

0 Vs 6 

0 Vs 12 

25.45 

29.90 

£0.001 

£p»001 

0 

Vs 

8 

37.01 

£0.001 

Group Ba 

0 vs 3 

2.73 


0 

Vs 

6 

3.25 

£0.05 

0 Vs 8 

3.26 

£>.05 

0 

Vs 

12 

6.16 

£0.01 

1 Vs 12 

6.71 

£0.01 

2 

Vs 

12 

6.82 

£0.01 


TABLE VII i Oral 
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contraceptiv® pills and STG. 




STG mg/dl (keanjjS.D.) 



. Montii 5 

1 

1 

— r — 

6 ■ 

Ab 

(n«8) 

76.12 

1 6.19 

83.62 

t 

88.37 
± 3.92 

95.12 

± 4.30 

98.75 
± ^*39 

Bb 

(n«48) 

76.12 

± 

84.62 

i 9.00 

90.12 
± 7.43 

97.00 
± 7.32 

105.87 
± 7.23 

cb 

Cn»i2} 

72.00 
± 9.19 

72.66 

±9.51 

72.83 

1 8.83 

72.33 
± 8*97 

72.58 

± 


Table VII shows the effect of combined pills# 
trii^asic pills and cmtchroraan on STG in group Ab« Bb 
and Cb. 


Significant values are given below t 


values 

•fc* 

•o* 

Values 


*P* 

Groiqp Ab 

0 Vs 1 

3.65 

^0.05 

0 Vs 2 

7.82 

£0.001 

0 Vs 3 

15.5 

£0.001 

0 Vs 6 

18.7 

£0.001 

Group Bb 

0 Vs 1 

5.60 

£0.001 

0 Vs 2 

16. 23 

£0.001 

0 Vs 3 

11*08 

£0.001 

0 Vs 6 

16.09 

£0*001 


TABLE VZII 1 oral cmtraeeptive pills and stg» 

' stg" mg/dl 

orm^, jgsgpj J —5 ; j 5- y 


Ac 

79.00 

^ 4»SI. 

81.66 m . ' ' 

± 4*76 ■ ; 

• 

• 88.66 
± 4.27 


Be 

CAimO) 

73.33 
t 7.98 

7f.l6 

±8.08 

m 

• 88.00 
± 8,94 


Ob 

72.73 

73.12 

^ ''m ^ 

73.25 

73.37 

(n«8) 

i •*73 



± 6.79 

± 7.15 
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Table VIII shows the effect of coirbined pills* 
triphasic pills and centchroman on STG in group Ac, Be 
and Cc, 

Significant values are giv^ below t 

Values 

Groups 

0 Vs 1 

1 VS 5 

Group Be 
0 Vs 2 

2 Vs 5 


•t* 


Values 

•t • 

•pV 

8.04 

^0.001 

0 

VS 5 

13.5 

£0*001 

13.6 

^0.001 





8.30 

^O.OOl 

0 

Vs 5 

6,76 

£0.001 

5.20 

£0.001 





It is evident from table VI, VII and VI li that 

rise in 

levels of 

STG 

after h 

,2,3, 6, 8 and 12 


months use of coi^ined pills and triphasic pills in gro\^ 
Aa# Ab« Ac, la# Bb and fie wliile there was no rise 
group ca, Cb, imd D« 

So it can be said that rise 
signifioint in fwsales using combined and triphasic pills 
even after one month of use# while it was insignificant 
even after 12 month use of centchroman when the values 
were compared with basal values as well as with one 
month values* 

Althougjh none of the females of group' A wd B 
showed hypertriglycerldeiBia but there was a definite 
rising trend in levels of STG in females using hormonal 
contrac^tlves either llala«M or Orthonovu* 7-7-7. The 
SMiMi rise In STG levels aft«: 6 mcmths.of use of Mala-M in 
groi^ Aa was 16 mg/dl after tl months of use of Kala-fi 



COMPARATIVE EFFECT 









-. V# ^ 





CD 

ca 

ref 


< 

CD 

O 

Q 

1! 

II 

il 

11 

■r- 

CM 

CO 


Q_ 

CL 

CL 

CL 

O 

3 

3 

3 

O 

O 

O 

o 

cr 

cc 

cc 

cc 

0 

0 

□ 

0 

0 
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31*5 mg/dl# after 6 months of nse in group Ab 22,62 rng/dlm 
In group Ba# ■ after. 6 month of use of orthonovtaa 
7 -. 7-.7 the mean rise in SIG was 39,8 after 12 'Bonth 

of use • 56 mg/dl» in group Bb after 6 months of use 
29,75 ag/dl from basal levels. 

In group c there was no eff<w:t on STG when 
coa^ared with basal levels. 


TABi*E IX I Oral contraceptive pills aM HliL. 


Groiio* 



rng^dl (Mean 

i S,D.) 




Month^ 6 

1 

2 

3 

H 

i 


Aa 

37,66 

33,66 

29,55 

24.16 

20,33 

19.33 

19.16 

Cn»6} 

3t e l3lS 

± 3,14 

± 1,63 

± 1.72 

± 2,06 

± 2.65 

# 2»i3 

mm 

Ba 

38,16 

35.16 

32,33 

29.33 

26,66 

23,33 

21,83 

(n«i6} 

1 4,70 

t 4,49 

3.44 

3 , 20 

i, 3* 14 

± 3.01 

^ 1,94 

ca 

36,10 

36,45 

37.10 

37,40 

37.95 

39.00 

39.70 

(n»2Q) 

± 2.90 

jt 2.94 

± 2,86 

± 2,89 

1 3,21 

± 2.57 

2,40 

0 

42*53 

«e 

«a» 

41,92 

42.52 

42.92 

42.72 . 

(il»25} 

± S,62 



i. 5,50 

1 5,25 

6# 52 

± 6.32 


Table IX shows the., effect of conbiaed pills# 
tri|hiasic , .pills end e«ateetiJcoiiiaa on HlXi in grovps As# Bs# Cm 


ami their coaperison with control group o. 

Significant values are as follows * 


yaluee 



miii».iii 

.„*y* 

*P» 

Group Aa 

0 ¥S 1 

3.65 

^.05 

0 Vs 2 

17.98 

#.001 

0 Vs 3 

21.90 

^•OOt 

0 Vs 6 

14.25 

#.001 

0 Vs e 

11.32 

^#001 

0 Vs 12 

11. 22 

#.001 


4,^77 

wpr f W 

^.01 

0 VS 2 

5.95 

#.001 

0 Va 3 

9.74 

#*001 

0 Vs 6 

: 10,59 

#,001 

e va 8 

il.64 


0 VS 12 

11*08 

#.001 
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Group Ca 


0 Vs 1 

3.57 

^o.oi 

0 Vs 

2 8.94 

£0.002 

0 Va 3 

12.51 

£0.001 

0 Vs 

6 7.10 

£0.001 

0 Vs 8 

8.05 

£0.001 

0 Vs 

12 10.31 

£0.001 

TABLE 

X s Oral 

contraceptive pills and HDL. 


QlCICillflill 


HDL rag/dl {nem S.L.J 



Mon«i 0 


2 

3 1 ' ' 


lAb 

iamQ) 

50.12 

X 2.69 

45.25 

3«6S 

43.37 
4* 2.72 

mm 

41,62 33.75 

£ 2.77 3.05 


Bb 

(n»8) 

31.37 

1 2.26 

30.50 

1 1.85 

28.25 

X 1.66 

23.37 18 87 

2.87 2.90 


Cb 

31.83 
± 1.52 

34.25 

^ 1 «S6 

37.83 
t 1.64 

42.16 42.83 

^ i#4*$ 



Tablii X thm «ff«ct of asiibinwS plils*, 

triphasic pills md cesitchrowan on HUL in gxouqpo fibt Bb 
and db* 

significant valuos ar* at followi i • 


VillM 


»D» 

valuti 

_£t* 


Qroijg;) Ah 

0 Vs 1 

15.36 

£p.001 

0 Vs 2 

9.48 

£0.001 

0 Vs 3 

' 8.<i'.54 ■ 

£0.001 

0 vs i 

13.53 

£0,001 

Qn>«qp> 133 

0 Vs 1 

3.01 

£0.05 

0 vs 2 

5.63 

£0.001 

0 Vs 1 

10.01 

£0,001 

0 vs 6 

15.65 

£0,001 

oaroup Cl> 

0 Vs 1 

12,64 

£0,001 

0 Vs 2 

24,40 

£0,001 

0 Vs 3 

22*10 

£0,001 

0 Vs 6 

19.50 

£0.001 
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TABi£ XI t Oral contraceptive pills and HDL. 




HDL .ng/df ■ I^Mean^s.DTJ" 




mSiSmmKBM 

— -y 


i— 

5 


fyc 

39.16 34.33 

± **26 t 3.88 

aw 


- 

23.00 
^ 3 .74 

« 

Be 

(n»6) 

38 .16 •» 

± 2.78 

32.83 
^ 3.65 

«MI» 

- 

25*16 
^ S.34 

- 

C#cj 

<n-6) 

39.12 
t 2.94 

41.12 
± 2*85 

' wm 

43.00 
t 2-82 

- 

43.37 
1 2.72 


Taiale XX shows the effect of pills« 


triphasic pills and centchroraaa on HOL in groups Sc aiad 
Cc» 

Significant values are as follows » 


Values 


.p. 

Values 

*t* 


Oroun Mi 

0 Vs 1 

3.45 

/0.05 

0 vs 5 

24.74 

£0.001 

1 Vs 5 

7.93 

£0.001 




Oroup Be ' 






0 Vs 2 

9.60 

£3.001 

0 Vs 5 

■ 6.79 , 

£3,001 

2 Vs 5 

4.39 

£3.01 




Oroup 'Oc 

0 Vs 2 

7.50 

£3.001 

0 Vs 4 

8*11 

£3.001 

0 Vs 6 

6.33 

£0.001 

2 Vs 4 

4.26 

£0.001 


It is evideat frooi Tables ix, x and xi that there 
was gradual decrease in HSh levels in feoiales taking steroidal 
contraceptive pills eithsar eoiri>ined or triphasic while there 
was gradual increase in im infenales taking centchronan 
as coiapared with control subjects. 






OF centchroman vs hormonal pills on lov\/ density lipoproteins (LDL) 



Aa 

ro* 

m 

ca. 

Q 

!l 

!I 

11 

■11 

T~ 

OJ 

CO 


Q_ 

Q_ 

Cl 

CL 

3 

3 

3 

3 

O 

O 

O 

o 

□c 

cc 

q: 

QC 

0 

0 

o 

0 

r 

L,... . 

□ 

o 



DURATION OF USE (IN MONTHS) 




TAILS xzx f oral ecrntraraptiva pilla and LOJU 
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Tdble XII shows the effect of combined pills# 
triphasic pills and, centchroman on ldl in groups Aa# Ba# 
Ca oud their cornpartson with control group o. 

Significant values are as follows* 


Values 

• t* 

*D* Values 

*t' *0* 

Group 





0 Vs 1 

7,28 

£0.001 0 

Vs 2 

5.23 £0.001 

0 Vs 3 

16,21 

£0,001 0 

Vs 6 

25.57 £0.001 

0 Vs 8 

23.36 

£0.001 0 

Vs 12 

19.90 £0,001 

Group Ba 





0 Vs 1 

10.93 

£0,001 0 

Vs 2 

8.03 £0.001 

0 Vs 3 

10,46 

£0.001 0 

Vs 6 

13.76 £0.001 

0 Vs 8 

13113 

£0,001 0 

Vs 12 

14.85 £0.001 

Group Ca 





0 Vs 1 

2*18 

£0.05 0 

Vs 2 

4.57 £0,001 

0 Vs 3 

5,50 

£0.001 0 

Vs 6 

6.57 £0.001 

0 Vs 8 

7.53 

£0.001 0 

Vs 12 

8.35 £0.001 

TmMLE XIZI 1 Oral contraeaptive 

pills and 

LDhm 

G£Oiiqp»s 


LDL " mg/d 1 « 13 


}ft>n^ § ' i 


j— 

i ' ■ 


126*90 123* 

65 139.07 

134.00 

131.62 

|n«8| 

9.34 

05 110.60 

1 9,06 

1 7.42 

Bb 

129*05 133* 

90 143.35 

154*10 

167.45 

(n»8) 

♦ 9.39 110.45 1 9.5$ 

A 

1 6.15 

C3b 

139,40 236.80 133*60 

130.10 

128. 73 

Cnei2i 

IP6.04 1 $*70 1 $*02 

1 5.25 

t 5.36 


jdionni tilt miimit of oosinintd pills# 
tris^asic pills and centcdii^oiMM on LPL in froups Ab# Mb 
and Cbm : 
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significant values are as follows ■ s 


Values 

*t» 


Values 

•t' 

'■D* 

Group Ab 

0 Vs 2 

0 Vs 6 

3.09 

3.91 

^0.05 

^0.01 

0 

Vs 

3 

5.35 

£0.01 

Group Bb 

0 Vs 1 

3.69 

£0.001 

0 

Vs 

2 

15.37 

£0.001 

0 Vs 3 

Group cto 

20.96 

£0.001 

0 

Vs 

■ 6 

23.88 

£0.001 

0 Vs 1 

5.69 

£0.001 

0 

Vs 

2 

9.40 

£0.001 

0 Vs 3 

13.40 

£0.001 

0 

Vs 

6 

13.60 

£0.001 


TABUS. XIV $ oral contraceptive pills and ldl. 


Groups 





Hantli''i 


2 

3 

4 

1 

AC 

3fc35ia 80 

141.00 

m 

m '■ 

161.60 


i 5.89 

itl3.86 



j 8.96 

Be 

127.80 

164.76 

m 

■ ■ ee.' ■' 

169. 10 ■ «• 

(nmS) 

6.35 

3:12.05 



,8 » 94 ■ ■ 

OC 

131.27 


129.00 

•Nil 

126.8$ 

- 127.07 

(anS) 

± 


1 5.80 


S. 5.4» 

Jt 


Tiil>le XXV shows the effect of coni^liied piils« 


triphasic pills and eentchroman on LDL in groups Ac* Be and oe» 
Significant values -arm as follows i 


Values 

•t* 


Va|ufs 

•t • 


Group Be 

0 Vs 2 

5.64 

£0.01 

0 Vs s 

10.30 

£0.001 

0 Vs S 

28.93 

£0.001 




Group Oe 

0 Vs 2 

4.74 

£0.01 

- O' vs 6 

8.20 

£0.001 

0 Vs 8 

$.91 

£0.001 
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It is clear from Table xil, xill and xiv that, 
chore is gradual increase in serum L35I, in females taking 
3t.«roid oral contraceptives either Mala-K or Orthonovuin 
7»7»7t while in females talcing centchromaa there was 
light decrease in ldl levels when coii|>ar«^ with basal 
Uu'L levels and with control s\ibjects. 

So it can be said that rise in LDh was highly 
significant in females taking hornomal oral contraceptive 
either Mala-N or Or thonovum 7-7-7 and this effect was 
observed from one month use of horm:>nal pills onwards# 
while in females t^ing centchroroan# there was a 
significant decrease in Lbl# levels* 

The mean rise In serum LDL in females after 
6 month of tise of Hala*ll was 40*30 mg/dl in group Aa 
and after 12 months it was 43*70 mg/dl* ; 

The mean rise in serum Loii in females after 
6 months use of orthonovias wm 43*03 ag/dl# while 

after 12 months use of orthonovum 7-7-7was 52*8 mg/dl* 

The mean decrease in serum XiOb levels in 
females taking centchroman after 6 months of use was 
10.7 mg/dl md after 12 months of use »g/dl. 



■ 


‘in' ’IV ‘1*1 V 


■ 
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TABLE XV I Oral contraceptive pills and VLiiL, 


Groups 

Aa 

(nw6) 

Ba 

Ca 


Month 0 


VLDL mg/d I (Mean;^S . D, 

— -- 


14,53 
1 0*51 

15.56 
1 0.87 

16.50 

1 0.65 

17,00 
^ 0 . 50 

017,73 
t 0.61 

19,06 
± 0.50 

20.83 
jjf 0 . 34 ; 

15,06 
1 1.48 

15,76 
1 0.96 

17.33 
^ 1.06 

19.73 
± 0.92 

22.60 
1 1.22 

23.96 

± ,i.22 

25.83 
i 1.17 

14.83 

2,41 

14.79 
^ 2, 40 

14.76 
± 2.18 

14.73 
t 2.37 

14.73 
i 2.40 

14.75 

2 .43 

14.76 

± 2 . 42 : 

mm 

16.37 

1,05 

- 

- 

16.26 
Jt 1*04 

16.34 
± 1.00 

16.33 

1 0.92 

16,52 

1 * 35 ; 


Tab'le XV shows the effect of combined pills# 
triphasic pills and centchroman in groups Aa# Ba# Ca and 
their coH^arison with control group D* 

significant values are as follows g 


values 

•t* 



Values 

•t* 


Group Aa 

0 Vs 1 

6,15 

£0.01 

0 

Vs 

2 

25,20 

£0.001 

0 Vs 3 

36,75 

£0.001 

0 

Vs 

6 

26. 10 

£0.001 

0 Vs 8 

36.99 

£0.001 

0 

Vs 

12 

30.26 

£0.001 

Group Ba 

0 Vs 1 

13.80 

£0.001 

0 

Vs 

2 

16.90 

£0.001 

0 Vs 3 

24.60 

£0.001 

0 

Vs 

6 

30.00 

£0.001 

0 Vs 8 

35.16 

£0.001 

0 

Vs 

12 

22.30 

£0.001 
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Tabl® xm wiiows th® effect of combined pill®. 


triphasic 

Cto 

pills and centchroman on VLDL in groups 

Significant values are . as follows s 

^ ^ and 

Vdluea 

•t* 

*0 * 

Values 

•t* 

‘o' 

Group ^ib 

0 Vs 1 

0 Va 3 

3,79 

17.20 

/O.Ol 

^0.001 

0 Vs 2 

0 Vs 6 

7,87 

18.81 

£0.001 

£0.001 

Group Bb 

0 Vs 2 

0 Vs 5 

8.35 

4,98 

^£0.001 

^0.01 

0 Vs 5 

6.39 

£0.01 

TABLE XVII 1 oral 

contraceptive pills and 

VLDL. 



Groups 


VLDL nig?SI {Mein^s.o.) 

t'I 


^n'^ 0 

1 2 

3 4 

5 

'S 

Ac 

(n»6) 

15.80 
± 0*^® 

16.33 - ■ 

±0,95 

- 

17.73 
± 0.85 

^ m 

BC 

(n»6) 

14.66 

± I*®® 

■- ■ 15.83 

^ %m6X 

■: - ;■ - 

17.66 
± 1.91 


cc 

Cn«8} 

14.47 

.14*i2 
.j| !• 37 

«» 14.65 

± 1.35 


14.66 

^ 1# 43 


Tible 

XVII shows the 

effect of combined pills. 



triphesic pills and ceotchromaa on VLDh in group® Ac, Be 

■■ 'OC* . • 

Significant values are as &»llows i 

vaiu»i ■ .... ■ ■ ■ *».* — lilagi JULL. -IeI 

aroup AC 
0 vs 1 
0 Vs 6 


8*11 
13. SO 


£0«001 

^*001 


0 VS S 


18, $0 


lOmOQl 
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It is «vident from Tables XV, xvi and XVll that 

tn<ere was gradual rise in serum /ljl in ferreles tiding 
attroidal oral contr^eptives ei*~(t]Fier corrblned or 
triphasic pills while in females taking centchroman 
there was no such effect seen when the levels war® 
compar«i with basal values as well as with control group D* 

So it can be said that in females using oral 
hormonal contraceptive .either Mala-N or Orthonovum 7-7-7 
there was gradual rise in serum VLDL levels. The msm 
rise in females of group a using MaIa~H after 6 iwjnths 
use was 3.2 mg/dl, after 8 months of use it was 4*53 mg/dl 
cKid after 12 months of use was 6.3 aig/dl from basal values. 

In group B after 6 months use of Ortlwanovum 7-7-7 
mean rise in sejtum VLDL was 7.95 mg/dl. after 8 months use 
was 9.33 mg/dl, after 12 months use of Orthonovum 7-7-7 
11.2 Hig/di for basal values. 

In group C no significant changes in serum 
VLiDh was observed in ^ 12 months of use. 


TAIm; XVII I • oral contraceptive pills and LOh/HDLm 


Qro«q;>s 


LDL/MiOl. Ratio (Hean^fS.o 

n 



0 1 

2 



8 

"15 

Am 

3.39 

4*12 

5.00 

6.63 

8*31 

8.92 

9.05 


ipml6 

jp .50 

^•36 

I®**® 

jp .75 

Jil .02 

jp .90 

Ba 

3.»4 

4 «i 4 

4.75 

5.56 

6.57 

7.79 

8.42 

' lilivfi) 

jp. 54 

iP.sa 

;jp .47 


j ^.83 

j^l .12 

^ 0.85 

iMflMP ' ' 

3.71 

3.68 

3.56 

3.55 

3 # 4 JI 

3 . 32 

3.30 

(ii» 20 > 

jtP- 3 S 

Jp. 4 i 

jp .40 

jfi®* 32 

^^32 

iO .33 

jp .23 

D 

3.09 

- 

nil- 

3.02 

2m9B 

2.97 

3*01 

(umIS) 

jP* 5 l 


- . V ^ 

jp.S 9 

CCl 

•tr • 


jjO .62 


XVIII shows the effect of combiaed fills 


triphdsic pills and centchroman on ldl/hdl rati 
Ba and ca and their comparison with contr 
Significant values 'are given below % 


Values 

‘t* 

*o* 

V| 

ilues 

•t‘ 

*p* 

Group MS 

0 Vs 1 

6.26 

£0.01 

0 

Vs 

2 

15.36 

£0.001 

0 Vs 3 

18.76 

£0.001 

0 

Vs 

6 

13*94 

£0.001 

0 Vs 8 " 

10.94 

£0.001 

0 

Vs 

12 

15.44 

£0.001 

Group Ca 

0 Vs 1 

3.50 

£0.01 

0 

Vs 

2 

8,12 

£0.001 

0 Vs 3 

7.69 

£0.001 

0 

Vs 

6 

7.94 

£0.001 

0 Vs 8 

8.94 

£0.001 

0 

Vs 

12 

7,22 

£0.001 

TABLE XIX 

• . Oral contraceptive pills 

and LDI^/HDL. 


Groups 


LDL/HDL 

ratio 

(Mean;i;S*J5. 


S>nth 0 

1 

■ ' 1 ; 


^ , 

Ab 

3,78 

2.95 

2.9! 

9 2.98 

2.63 

Cn«i@) 

Ip. 47 

ip.37 

lp.40 

j[p«43 

lp.26 

Bb 

4.11 

4.73 

5.04 

6.62 

9.04 

CqivS) 

jp»27 

ll.l8 


1P*74 

jtl.40 

Cb 

4.38 

4.00 

3.49 

3.08 

3.00 

(umiIZ) 

j^.28 


XP*29 

jjO.lS 

17 


Table XXX shows the effect of coisbiaed pills# 
trii^aslc pills and ci^tchroiRist on LOl/HDL ratio in 
groups Ahf Wo and cto* 

'Significant values «re as follows • 

values .it..*..,. JM— MMS, >Ife! •IrL, 


Oroiqp Ho 
Q Vs I 


9*t3 ^*001 0 VS 2 


6«5S ^#001 

9.S 
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Group 

Bb 





0 Vs 1 

2*59 

0 

Vs 2 

9.60 

/O.OOl 

ita*' 

0 Vs 3 

10.07 

^0.001 0 

Vs 6 

10.68 

£0.001 

Group < 

cb 





0 Vs 1 

7.57 

</0.001 0 

Vs 2 

24,50 

£0.001 

0 Vs 3 

17.32 

£0.001 0 

Vs 6 

18.33 

£0.001 

T^BLE 

XX t oral contra:eptiv® 

pills and LDL/HDL ratio. 



LDL/HDL ratio 

(i^an 4-.s,D. 

1 

Groups 




, 


MonSi 6 " 

1 2 


4' 

5 ' 

AC 

3.24 

4# 15 ■ 


ee 

7.16 

(n»6) 

iO.32 

i0.70 



11.17 

Sf! 

M0%DI0 

3.36 

• 6.43 

«• 


7.00 

(nm6) 

SP»32 




±1.73 

Oc 

3.37 

3 » 1. 6 


2.96 

2.94 

(0*81 

3^# 37 

jp.30 


^0.28 

^3 # 2S 


Ta3c>l« XX shovra tJhia affect of combined pills« 
triphaaic pills and cmtchroraaa on i:«dV)»i>Ii ratio in groins 

Ito md OCo 


aignificaiit values are as follows a 


Values 

•t* 

•|^J 

■ iralsa* 



Group AC 

0 Vs 1 

3.86 

£0.05 

0 Vs 5 

11.97 

£0.001 

1 Vs 5 

6.71 

£0.O1 




Groi;^ ae 

0 Vs 2^: ; 

7.24 

£3.001 

0 Vs s ' ' 

S.S7 

£0.01 

2 Vs S 

4.81 

£0.01 




OQtOllp Oc 

Q Vs 2 

0 Vs i 

IE JSt'iSt 

, ' 

3.80 

£3.01 

' ^0«0£- 

0 Vs 4 

2 Vs 6 

7.24 

.pgf Jlw 

l0*0Qi 

£0.0S 


47 


It is evident ftom Tables XVIII, xix and XX 
that there was gradual but definite increase in ldl/hdl 
ratio in females of group A and B taking Mala-K and 
Orthonovum 7-7»7 respectively. 'While there was slight 
decrease in bDL/HDL ratio in females of group' c taking 
centchroman. There was no significant change in females 
of control group. 

So it can be said that rise in LDiv^iDi. ratio 
was highly significant in females using Mala-H and 
orthonovum 7-7-7 while there is significant decrease in 
hDh/HDL ratio in females using centchromm when the 
values were compared with basal values. 

The mean rise in. liPl/HOL ratio after 6 months 
use of Mala-M was 4.92 after @ months use of Mala-M was 
5.52 vad after 12 months use of Mala-H it was 5.6S. 

In grot^ B, after 6 months use of orthonovum 
7-7-7 the meMi rise 'in LDliAiBb ratio was 2.97# after 
i months was 4.30 and after 12 months it was 4.93* 

In group c. after 6 months use of CMitchroman 
mean fall in ldVHBL ratio was 9*32 from basal levels. 
After S months use the mean fall was 0*40 and after 
12 months use of c«sii3ehroiBan the mean fall in lixl/edl 
ratio was 0*42 from basal values* 


'r,%3LL XXI 1 side .effects observed In females of groups 
A, B and c taking combined pills, triphasic 
pills and centchroman re 3 p«ctlvely. 


side Effects 

Qroup A 
<n»20) 

Group B 
Cn«20> 

Group € 
Cn*40) 

Method failure 


«w» 

2 

^ ausea 

6 

8 

- 

Vomiting 

2 

2 

- 

Breakthrough bleeding 

8 

5 

tm 

Prolonged cycle 

mu 

- 

10 

sca:ity menses 

1 

1 

2 

freight gain 

2 

3 

ew 

Depression 

2 

1 

m 

Decreased libido 

2 

1 

■ • 

Acne 

2 

1 

- , 

diolasma 

1 

" . 4M» 

ttm : 

Cervical hjfpeftroi^y 

- 

- 

2 

Breast djiKsomfort 

1 

.1 

• ■: 

Ovarian enlargement 

: : i\:: 




It is evident from fable xxx that nausea, and 
vomiting are more common side effects in females of groti^ 
A and B while none of the female of groig^ C coaplaitied 
about it* Ih gro^ A and B« nausea and vomitings were 
more coiwioit during initial months of usage of pills, 
fhis side effect reduced' tdima they’' ad'Vised to take the 
pills after meal and at bed time# 


Bmaikthrough bleeding was the comnonest side 

r 

effect observed in females of group A cases) dnd. of 
group B {25% cases), 'Bie intermenstrual bleeding mainly 
in first half of cycle was observed during initial 3 months, 
'Ihe cycles became regular after 3 months uioreovers females 
advised to take the pills at fixed time daily to overcome 
this side effect. 

Prolonged cycles were observed in 25% females of 
group O ranging from 35»50 days. They were advised to get the 
pregnancy test done when the cycles were found to be of more 
than 40 days. They ressiimed about it and cycles were almost 
normal of 30 days duration, ^en the continued with the 
drug for 3 moitths. In %% cases pregnancy teat was positive. 
Their ultrasound examination was carried out for foetal well 
being and the foetuses were abiK>lutely normal. Out of these 
two cases one get pregnant during Initial 2 months of 
ciwitchromaa tharjsi^y because she. was not using amy additional 
contraceptive method lihile other women get pregnant after 
6 months of centchroman thefiiq;>y although she was tsbing the 
drug regularly. 

2(S%) eases of gxoup C cosplained of mucoid 
discharge per vaginum m p/$ examtnation their cervix 
hypertrophies hut after antibiotics ^wrapy they recovered 
af t«r 2 weeks* 

10% of groi;^ A and 1$% females of group B gained 
weight* me mean gain in body weight was 5 kg after 12 
aontha* In group B "tlie females estperienced increase in 
;^a^?«tite* 
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10% feraales of gitiiip A and 5% females of group B 
expert eoced depression* Xetdiargy* Irritability and 
decreased libido- 

10% females of group k and 5% females of 
qmvip B developed acne unrelated to the menstrual cst:l«- 
One (5%) case of group k developed butterfly 
rashes over face (chloasma)- There was past history of 
same type rashes over face during her past 2 pregnancies* 
The rashes were gradually used to fade after 3 months 
postpartum- 

One (5%) case of group m developed hypertension 
after 6 months use of confined pills- She was 30 years 
old weiring §Q kg- There was positive faaily history of 
hypertension, ^e was para 3 and there was no history of 
pre-eclatiqptic toxaemia during any of her pregnancy- 

fhe overall observations of our study is that 
caatehrosian has got 5% failure rates while conbined and 
triphasic pills were 100% effective- As far as safety is 
eoncsrned centchromai has got leaser side effects except 
prolongation of cycles- It is coa^letely devoid of the 
side effects coiaeoaly observed with hojmcmal pills like 
nausea# vomiting# bcemkthrough bleeding* weight gain# acne# 
cholasma# depression# decreased libido# hypertension# 
mmtf aiMasos# ovarian enlargMsent and breast dyscomfort- 









Bdsdl Xipld l@v@Is int normal fttmales are as 
follows (Harrison)* 

!• Serua total cholesterol (STC) s 130-229 mg/dl* 

2, Serna triglycerides (STG) » 40-172 ag/dl. 

3* High density lipoprotein (HDL) s 37-83 »g/dl, 

4* Low density lipoprotein <LDL) t 71-164 «g/dl. 

In the present work the effect of combined 
contreci^tive pills# .triphasic pills and centxthroaan 
was studied on various lipid levels In serum and their 
effectiveness and side effects* STC# STQ md HDL levels 
were estlnated by chemical kits idiile LOL# VLDL and 
LDl/HDh ratio were calculated by standard formulae* 


^ Tliia group consisted 20 fmales who were talcing 
combined contracsptive pills (Mala^H t 35 sxsg of etheayl 
estradiol e 1 mg norethindrone acetate) 12 months* 


study a rising trend in the 
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iChD) m No alaglci leirel of piasnii cholesterol appears to- 
separate those at risk frow others sioce the hipest 
levels of cholesterol the greater the risk still of 
course# those %#ith the highest levels of cholesterol 
»8y oot develop Cad and those with the lowest level are 
not coiep lately inaiaine* 

In i#ynii*s study £ro» England the high estrogen 
group had a mean cholesterol level of ^proxiisately 200 
i^dl which was 25 mg/dl over the mean for control and 
approximately 6% of the patients had a cholesterol level 
over the 260 mg/dl« However# in 50 ugm level users the 
amm level w«s the same as the controls Cwynn et al# 1979). 

In a separate study of women using a wide 
rsnge of birth control pills# oral ccmtraceptive tisers 
had sigpifioantly higher nmaa cholesterol levels raging 
from 2-16 mg/dl over those of nonusers at different ages# 
with the greatest difference in the young oral contra- 
ceptive users (Wallace et al# 1979) • . 

Obese women may be more likely to have an 
increase in serum cholesterol while- on the pills. , 
(Oerahberg# et al*. 1976). 

aurora et al (1968) studied the, effect of 30 , 

• < 

mag/l mg Ki/horethindrone pills am serum cholesterol 
and tomA no significant change, after 3. and ,6 sionths of 
pills nae* 
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SERUM TRIGLYCERIDES {STCA 

lh« mean basal stg level of group ik was 72m&6^ 
2.58 Big/ai which Increased upto 104.16^1.72 mg/dl after 
12 months of continuous use of coisflslned pills. Althou^ 
none of the value was beyond the normal range but still 
there was significant rise in STG. ' the mean rise over 
the basal values was 31.5 mg/dl. 

Beck (1973) concluded that all estrogen contai- 
ning birth control pills will increase fasting serum 
triglyceride levels. Ihis is aua estrogen dose dependent 
increase and is reflected by an increase In VliDL mainly 
due tx» an increased hepatic production of triglycerides. 

Boy et al (1980) studied oa 100 women «d)om they 
iidlvided «aK»ng 4 different combination pills groups - ttio 
with SO ugm ss^ ugmBE^* none of the wofaan 

had an elevation lit triglycerides out of normal range. 
However, the three preparations with a norethindrosw type 
progestaoen had a significant increase in the mean trigly- 
cerides of apprcrlmately 30 mg/dl. One groi^ using 35 ugm 
ES 2 and 150 mg/dl norgestral had no elevatiott. in mean 
triglyceride* In none of the groups inure' the results at 
3 Bunths of treatment significantly differmst from those' 
at 6 months. 

yrospeetive studies have becm inconclusive in 
determining if serum 'triglyceride' elevation is' a coronary 
risk factor, ibis may be due ^ the fact that it is 
difficult to siiarata lypertriglicerideitla from hyper- 
,, obesity# "and giwwse fatolerance#’ idJich often 


accoH^^y it aad which theiasclvea ar« saparat® risk 
factor# CL«vy and Peinlsib, 1980) . 

In ^liynn * s conqparativ® study of lipids in 
diffsc«it contrac«pti'v® pill users# women on high dose ■ 
@8trog«Ei preparation had the highest triglyceride leyels. 
According to them pills spears to increase liver 
synthesis of triglyceride by at least tv«3 fold, idiich is 
also acconpanied by an increase in urinary excretion of 
the triglycerides. 

HIGH jJiMSlCT LIPOPROTEINS (HDL) ; 

There was significant decrease in serum HDL 
levels after 12 months use of Mala»K. The meant decrease 
over Idle basal value was 18.5 mg/dl from 37,66^1.86 to 
19.16jt2.13 mg/dl) 

Levy and Feinleib (1980) concluded that elevated 
levels of HDL are associated with a decreased risk of CAD. 
Exercise, weight loss and alcohol use all are associated 
with an increase in HDL. Obesity and smoking decrease HDL. 
However, HOL is also decreased with age. HDL contains 
20*25% of totalm plasma cholesterol and by removing 
cholesterol from tissues, including the walls of arteries. 
,HDL may have a protective action. The prevalence of CAD 
■I at HDL level of ^ mg/dl is double that at 60 mg/dl* This 
is why it might be iaportimt to km»w if the elevated 
cholesterol levels are |i^|to lacrewiMid LDL or HDL* 

Estrogen prep«raiion, ineireaae, hj;e% progestogena ^deeaoase 
HIML ao* pills vari#>lo 


effects, prob^ly dependent on the -relative estrogen# 
progestogen ratio. ■ ' 

Briggs (1980) found almost all contoination 
products to decrease HDL cholesterol sonsewhat with 30 ugm 
EE2 products those pills with 0.5 mg norethindrone had 
minimal effect on mean ,HDL cholesterol# yhile doubling 
the tSosm of progestogen to 1 mg norethindrone dw^rease 
th mean HDL levels by 7 mg/dl. 

There was significant rise in serum LDL and 
VLDL levels in these females. The mean rise in LDL 
levels was 44.3 rag/dl after 12 montdis of use of Mala»l3. 

The wmm rise in VLDL was 6.3 ng/dl after 12 loonths of 
use of lfala*M over basal values. 

LDLt/HDL ratio was also increased in this group. 
The mean rise was 5«66« 

In prestmt study observed side effects were 
breafcthrousb blemding# 4094 nwmea in 30%# vomiting in 1094# 
weight gain in 10% cases# decreased libido in 10%# acne 
eholasaia# : hypertension# breast discomfort# ovarian enlarge* 
ment# mranty menses and amenorrtioea in cases. The 
finding of breahthrough bleeding was consistent with the' 
findings of Oickey,. ntio observed that low dose pills 

are moure eoinioiily associated with this side effect as , 
cosi>ared to high dose pills* - ; - > 

' 

this grot^ ccsisisted of 20 fmmlm wIm> were 
luting triphasic pills orthonovum 7-7*7 ■ (7 tab - 


On the lipid lipoprotein profile there was 
gradual and significant rise in stc levels over the basal 
iralues iihen the triphasic pills were continuously used 
for 12 iBonths. The mean rise was 47,83 mg/dl over the 
basal values from 175,87^9,95 to 207,50^^5,92 mg/dl. 

This finding is consistectt with findings of 
et al (1966>, Aurell et aX (1966) « zorilla et al 
(1966)# M]piQ et al (1971) and Arora et al (1989) 
(unpifbllshed) • 

Arora et al (1989) observed a significant rise 
in serum cholesterol concentration with use of sequential 
pills in females of reproductive age grouqp while there 
was no significant rise in menopausal and post menopausal 

’ 4H titf’ ■‘ItffiHWTi'ftfflW ■ dltik ... 

The exact mechanism of lipid disturbance is 
yet to be discover but according to stadel (1981) the 
estrogen appnmrs to decrease the X«0L cholesterol and to 
increase HOL cholesterol but some progestine cause 
reverse* The inportance of such chmges in gweiesis of 
arterial vascular disease such m s^foeardial infarction 
or strbke in users of oral contrac^iq^tives is not clear 
but is cause for conccatn (lGiio|i8^« 1988# heads# 1988 end 
mahell# 1988)4 
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M©aai aorum triglyc«rld« valu« of group B showed 
a d*fiaite rise of 56 lag/dl over the basal level from 

to 129, 16^6,27 mg/dl. Although none of female 
showed hypertriglyceridemia. 

These findings are similar to findings of stocks 
(1979) who obserhed a significant rise in STC levels from 
60 mg/dl to 110 mg/dl with the use of sequential pills for 
1 years. : 

Kolkhoff et al (1982) explained that progesterone 
increases storage of serum triglyceride due to stimulation 
of lipoprotein lipase which cause hydrolysis of circulating 
triglycerides and th«dr consequent S'torage. 

Arora et al (1989) studied effects of 
seiipMStial hormones in differsmit age group females and 
found a sispif icwit rise in STQ levels in females of 
ri^productive age grot;qp. 

'2h«re was a significant fall in sacura HOl* levels 
in fsMMles taking triphasic pills, ths basal values of 
HDL of group Ba was 3B.i6jt4.70 mg/dl i^ieh became 21«83tt 
1.94 n^dl after 12 months continuous use of triphasic 
pills. The Biean fall over basal values was 16.33 mg/dl. 

Shis finding correlates imill with the 
observations of Atirell and crammer (1966). 

Ketm^ens at al (1979) found a significant 
fall in Hub level in hormone uaers than In noeusera. 
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Arora ®t al (1939) found a significant fall in 
HDli l®vals in famales of reproductiv* ag« group using 
s«qutmtlel horsioQas 'Nhil® no affect was observed in 
Mnopausal md post menopausal females, 

;«cording to i’ikkanen and associates (1981, 
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and VLDL reflsict parallel picttare to each other* ®hie 
mean rise in LDL over basal level was 52.77 mg/dX and 
in VbJii. was 10.77 mg/dl. 

«ie mean rise in LDL/HDL ratio was 4.38 over 
the basal value. 

fhe finding# are consistant with the work 
done by Aurell et al {1966), Molitch at al (1974), Gupta 
et al (1976) and Arora et al (1989). 


1 














so- 
la psmmm&t stady tha obaarved 
wera nausaa in 40% casas, wiaiting In 5%* breaJcthrouS^i 
biaediag in 25%# traig^t gain in 15%# ciaprassioa and 
d«:raaaed libido in 5% casas# breast discomfort iMd 
acna in 5% cases* 

GROUP C 

This group consisted of 40 females using 
CMitchroman 30 mg tablet starting on# tab on the day of 
manses and then 2nd tablet on the 4tb day then biweekly 
for the first 3 months on the days they were started 
(e*g* Sunday# iniednesday if the day of menses was Sunday) 
and then once weekly dose schedule was followed* 

Centchroman is 3# 4 tr{nis*2# 2-dimethyl-3 {^«ayl 
4 I p- (beta pyrrolidono-ethoxy) i^enyl {• 7-methoxyk- 
ehroMRi hydrochloride a noval nonsteroidal chemical 
noisty «surelat*(! to any clinically used contraceptive ■ 
hence possessea no danger of cross reactivity* ^ xt 
esdiiblts wilque conbination of weak estrogenic and 
potent isitiestrog«iic properties* 

ffOBh antiestrogens are expected to exert contra- 
ceptlvea effects by interf erring with nidation# an 
estrogeii dsf^mdent post oweletory process* Centchroman 

f ^ K . I 

appears to manifest its eontracsptive action by slightly 
accelerating eidcryo tranaport and sD^^essing nidation* 

,i ■* ^ /ill' '' ' 

oroliferabioii fof implantation therapy Intaatferring with 
nidation* 


61 



Centchromaa does not affect the hypothalamo- 
pitultary ovarian axis and thus maintains normal 
ovulatory cycles. 


Centchroman estrogenic action is mediat«i 
through its interaction with estrogen receptors. However, 
the m^Jhanism for antagonistic action is not clearly 
understood. Basic studies with centchroman and its 


analogoues suggest -that a test amlnoethoxy moiety when 
attached to para position on the 4 phenyl s\i>stituent 
increases their relative binding ■ affinity to- estradiol 


At the recommended contraceptive doses centchoman 
does not exhibit progestational* androgs^ic or anti^dro* 
genic properties* IHcewise it does not affects the 
secretion of pituitary* thyroid or adrenal hormones. 

In the lipid lipoprotein profile centctiroaan 
has got no effect except slight increase in serum HDh 
level (MeiRi rise of 3.6 reg/dl over the basal values), 
i^ile in group A mean rise in STC* STG* LDL* YhDL was 
31.83* 31.5* 44.3 and 6.3 mg/Al respectively md ratio 
of LDL/HDL was raised 5.66 over the basal values after 
the 12 months of coafoined pills use* 

in the grot^p B there was mean rise in STC* STO* 
hot, and VLDb of 47.63* $6.0* 52*77 and 10*47 mg/dl 
respectively and rise in im/mt ratio was 4*88 and mean 
fall in KOL was 16*33 mg/dl over the basal values after 
12 months use of triphasic pills*- 
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Mltyansnd et al (1990) obaarved that centchoman 
had nalther any effect on cholesterol, triglycerides and 
HUL choleeterol nor it enhanced platelet aggregation. 

Puri et al (1988) also concluded that centchroman has 

not effect on lipid lipoprotein profile. 

The main observed side’ effect was prolongation 
of cycle, ibe cycle length ranging from 35-50 days. The 
problem of prolonged cycles was mainly observed during 
initial 3 months and if the woman tolerate this side 

effect for first 3 months then afterward the cycles were 
atmost normal of 30 days duration. 

Chandra et al (1981) observed an incidence of 
10% of prolonged cycles in their stxady on 579 wsmen 
t^ing centchroman we^ly. The pattern of delay was 
random and not dose related. Most of the cases showed 
delayed menses resumed. Cycles while on drug treatment. 
However, some subjects showing a delay of over 90 days. 

resumed cycles within 40 days of discontinuation of 
the drug. 

Uityanand et al (1990) studied on 125 females 
and observed that 22*3% cases had one prolonged cycle. 

12.9% had 2 prolonged cycles. 13% had more than 2 
prolonged cycles* 

In presiKJt study aacther i^served side effect 
waa scanty menses In 10% cases* Tbe finding is consls- 
t«at with the study of Chandra et al (1977 and IJ^i) * 



Tvo cases developed piregii«iiGy — one duiriiig 
the initial 2 isonths of drug therapy and other dwring 
initial 6 oionths of drug therapy, 

Nityanand et al (1990) studiea on 125 females 
and observed that out of 19 method failure pregnancies 
that - occurred in 1st clinical studies# 14 occurred in 
first 6 months of use. 

Puri et al (1988) studied 648 females and 
observed 44 patients failure pregnancies and 19 nwthod 
failure pregnancies. Out of these 19 method failure# 

6 elected for M.T.P.# while 13 cases had full term 
normal deliveries* - xhe follow; up of these cases showed 
normal development of children. 


'■* ■'! •;«; ( •; : : i- 




F 
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SUMMARY AMD CONCLUSION 


IB th® present study 105 female® of repzoduetiY® 
age group were studied. Biey were divided into study group 
A Cb»20» mmm. age 26.95^^5.11 years, mean weight 51.9;|;3.44 kg 
and parity ranging from 0»3) taking coatoined pillsj, group 1 
(bi» 20, mean age 26«25j;;5.39 years, ii»aa weight 50.95^3.50 kg, 
parity from 0*3} taking triphasic pills, group c {n*40, mean 
age 25. 92^.55 years mean weight 52.27j^.O kg ^d parity 
from 0*3) taking centchroman and control group D {n«:2S, meaa 
age 29*72jf6.S7 years, meni weight 52.56j;3.02 kg, parity 
from 0-4) not taking any type of hormonal therapy. 

Ylie coaplete gweiaral and pelvic egsamination of 
each case done at monthly interval for first 3 months then 
at 6th« 8th and 12th month for evaluation of acceptability, 
efficacy, safety ai»i ch^ges in lipoprotein profile. 

da the lipid lipoprotein profile of group A, 
there was a significant rise in $TC from 130*33^.25 

’ r % '."'i .... I I 

to 212«61^10*08 mg/dX, a mean rise of 31*5 »g/dl in SfQ, 

44.3 mg/dl in LOL, 6.3 mg/dl in VLDL from basal values 
observed after 12^.aio»ths regular use of ,o©«i»4ned.', pills. 

In gxouto 8# thSre.was a signif leant tmm rise 
in STC *»':««*; (56*0 mg/dl)* in %J0h 

(52*77 mg/dl) '«d' ..ng/dl) ©▼«? the basal' 

41^: ^ 1;:^! -4l>' ^ ^ 

valuss' aft^* 12 msntiNlif8i|2.|d‘.,»»« triphasic pills. 



serum HDL from 36. 7 to 39*7^2.4 mg/dl was observed as 
compared to significant fall of 18.5 mg/dl in group A and 
16,33 mg/dl in group 3 after 12 months regular use of drug. 
As far as the acceptability and safety is concern cent- 
chroman has got none of the following side effects lUce 
nausea, vomiting, breakthrough bleeding* weight gain*, 
depression, cholasma. acne, decreased libido and hyper- 
tension which were commonly experienced with combined ard 
trii^asic pills. Ttie only distressing side effect observed 
with centchroman was prolongation of menstrual cycle 
ranging fro® 35 to 50 days in about 25% cases, scanty 
menses and cervical hypertrophy in about 5 % cases. It 
was cjbserved' that ' none of the patient developed pregnancy 
during the course of confined or triirfiasic pills while 
centchroman has got the method failure rate of 5%, 

lihus it is concluded that combined and triphasic 
pills are 100% effectiwin# idiile centchromioi has got 5%: 
failure rate. But lit is totaly devoid of the minor side 
effects observed with coiibined and triphasic pills. 

Although none of the females showed hyper lipidaemia but 
there was a definite rising trend in lipid levels with 
combined triphasic pills* the coaf)«rative rise in , 

STC. SfO. Wht VIM was maximum with triihasic pills# 
moderate with cmmbineS .pills emd nil! with centchroman 
rather a beneficial effest tsiss in KOh) was observed in 
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CU:illCAL TRIAL OF C£HTCHROf4AH Va HORBaNAIi COMTRaCEPTIW FTMfT? 

£a,§g aa* 

Meme 
Aiiciiress 
Occupation 

CteiaiDinod f Incomei 

PZTiKvious M«aical History s 
Cb JOuriag iast t ysar 
b* prsceding 1 ye» period 

a« During last 1 year 
b» preceding 1 year period 

prenrious Oyuaeeo logical History 
8« During last I year 
b* preceding 1 year period 

Clinical r. ace™'* " e tio n 
(3ei3.eral 
Systettic 
Pelvic 
ttreiMtt 

Nenatrual History During last preceding 

1 ye«r 1 year 

Average cycle lengtli 

Swijrdtii^Qi ^ 

flow (norinal/beayy/»:gnty) 

Pain (yea/itto) 

Regularity ' 

Any other associated coB^laint 

lAge of lienweeibe Xoast nwistraai Periodai 

Obatetrical History t 

bast oWLld birtav'S^t #>ortion slaps«Ml l!i«» 

Parity 

Hatnre of Deliveries {HoiaVHoi^itaD (necnal/operative) 


Age 

^>clo«> economic status i 

Ed\2cational status t 
WiCe Huibarfd 


Drugs Duration 



Age at first delivtary 

OoratioB gap in between deliveries 

Hethod of TOiatraceptioii 

»lll« ' 

Ha»e 

in Use Period Rmamm 

taj side effecst 

pre»«st caewtrac^tive CEMTcmOMAlC/fmVOKfflONOVli^ 
Date of start ■ Regularity 

Rttig^laatity verified by How 

Method of use fioee 

Metiiod of restart after bree^ 

DatSt period ^d reason of break 
Duration used 

Any side eff eot or problee 

lEATdRS mnth i 2 3 « i 12 soQtll 

PII& HSS CRKSS/IRKS) 

MEMSES 

Date 

floir 

> Pl^ll 

P/V EXAMBIATIOM 

Dterus 

A^nataar n 

■ ■ . fFl'-'W'lilililif-'PlMWi' ippipvP'eWi 

CWlKliiMi 

other findlfigs 

Ctg) 

S«F*(aiB K9l 
SsiieMstriai Blapay 
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^mmm cytology 


PLASMA LIPOPROTOIliS 


STO mg% 

LDIr-C ts^ 

VL13ILM3 aig^ 


LDL/Rdl ratio 

SIBE EFFECTS 


REMARKS 


sgmpmm 



